A standardized form was used to collect patient data, comprising patient age, sex, nationality, TB history, in-or outpatient status, and year of birth. Data were anonymized for subsequent analysis.
analysis was performed by using a dedicated in-house bioinformatics pipeline in Milan, including quality control check, alignment to H37Rv reference genome, recalibration, and variant calling, as described in Tagliani, et al. (2) . A mean read coverage depth of >30x, with at least 4 reads on forward and reverse strand, at least 4 allele calls with base quality ≥20, and allele frequency ≥50% were considered acceptable to call variants. The association of mutations with drug resistance was based on available scientific literature (3) (4) (5) (6) (7) (8) .
Targeted deep sequencing
A targeted sequencing approach was used as an alternative molecular test in Lille, 
MIRU-VNTR typing
Standard 24-locus MIRU-VNTR typing was performed as described in Supply et al. (9) by using MIRU-VNTR Typing kits for amplification with 6 quadruplex PCRs (Genoscreen, https://www.genoscreen.fr). The sizes of the amplified fragments and the numbers of repeats in the target loci were determined after capillary electrophoresis-based separation on an ABI 3730 XL DNA Analyzer (ThermoFisher Scientific, Applied BioSystems, www.thermofisher.com), Page 4 of 5 using a customized software, GeneMapper v.5, (ThermoFisher Scientific, Applied BioSystems, https://www.thermofisher.com). To perform cluster analysis and prediction of genetic lineage of isolates, the genotypes were analyzed and compared with reference strain genotypes by using tools implemented in the MIRU-VNTRplus database (http://www.miru-vntrplus.org), as described in Weniger, et al. (10) and Allix-Béguec, et al. (11) . Genotyping analysis was made blinded from microbiological data and patient data.
Statistical Analysis
Statistical analysis was conducted by using SAS v9.4 software (SAS Institute Inc., https://www.sas.com). Age was expressed as mean ±SD, categorical variables were expressed as absolute numbers and percentages. Multivariate logistic regression was used to test TB history as an independent predictor of drug resistance, after adjustment for age, sex, and nationality (Appendix 2). The log-linearity assumption was checked for the continuous covariate (patient age). The multivariate model was built by first including all predictors and then using a manual backward selection to reduce the model, minimizing Schwarz's Bayesian Criterion and maximizing the c-statistics and the p-value of Hosmer-Lemeshow test. A two-tailed type I error rate of 5% was considered for statistical significance.
